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We read with great interest the article written by Abou El Azm
and coworkers, published in the last issue of the Arab Journal of
Gastroenterology [1]. In this article, the authors investigated the
molecular expression of heat shock proteins (HSP) 70 and 90 in
relation to the grades of inﬂammation and dysplasia in patients
with ulcerative colitis (UC) before and after treatment.
In this study, in agreement with other published studies [2–4],
the authors not only found a potential role for HSP 70 and HSP 90
for assessment of the activity and prognosis of UC, but also such
markers predicted the presence of dysplasia and differentiated it
from reactive atypia [1].
HSP had been found not only a marker of active disease, thus
considering UC as a ‘‘chaperonopathy by mistake’’, but also show
a key role in the psychosocial setting in which inﬂammatory bowel
diseases manifest themselves [5]. Furthermore, they could repre-
sent a new diagnostic tool to differentiate the different phenotypes
of UC, thus allowing to tailor a targeted approach to better manage
UC patients [6].
However, some unresolved issues still remain about the potential
roles of HSP in both the acute and the longstanding disease. First, it
should be interesting to assess the role of HSP in the infections
associated to UC ﬂares, like Clostridium difﬁcile and Cytomegalovirus
(CMV) infections. In fact, HSP could be investigated as a further
marker of inﬂammation in case of severe and steroid-refractory
disease; with regard to CMV infection, mucosal levels of HSP could
differentiate when CMV plays a role of direct pathogen or when it
represents merely a ‘‘silent bystander’’. Second, in longstanding
UC, an integrated approach of colorectal cancer surveillance, by
using the advanced endoscopic imaging together with mucosal
markers, like HSP, could result in being markedly helpful, both to
clinicians and pathologist. In fact, current guidelines recommend
that image-enhanced endoscopy (IEE) may increase the yield of
detection of dysplasia, thus representing a reasonable alternative
to the random sampling of colon using standard white light [7].
The use of both IEE and new biomarkers, like HSP, predicting future
occurrence of colonic neoplasia, could lead to a more centralised
approach of UC patients, in which a ‘‘biomarker-based surveillance’’
might play a pivotal role.
Conﬂict of interest
None declared for all the authors.
References
[1] Abou El Azm AR, Yousef M, Kobtan A, et al. Colonic mucosal expression of heat-
shock proteins may have a potential prognostic value in ulcerative colitis. Arab J
Gastroenterol 2015;16(1):20–4.B.V. All rights[2] Bellavia M, Tomasello G, Romeo M, et al. Gut microbiota imbalance and
chaperoning system malfunction are central to ulcerative colitis pathogenesis
and can be counteracted with speciﬁcally designed probiotics: a working
hypothesis. Med Microbiol Immunol 2013 Dec;202(6):393–406. http://
dx.doi.org/10.1007/s00430-013-0305-2.
[3] Tomasello G, Sciumé C, Rappa F, et al. Hsp10, Hsp70, and Hsp90
immunohistochemical levels change in ulcerative colitis after therapy. Eur J
Histochem 2011 Oct 24;55(4):e38. http://dx.doi.org/10.4081/ejh.2011.e38.
[4] Tao Y, Hart J, Lichtenstein L, et al. Inducible heat shock protein 70 prevents
multifocal ﬂat dysplastic lesions and invasive tumors in an inﬂammatory model
of colon cancer. Carcinogenesis 2009;30(1):175–82.
[5] Vlachos II, Barbatis C, Tsopanomichalou M, et al. Correlation between
depression, anxiety, and polymorphonuclear cells’ resilience in ulcerative
colitis: the mediating role of heat shock protein 70. BMC Gastroenterol 2014
Apr 17;14:77. http://dx.doi.org/10.1186/1471-230X-14-77.
[6] Tahara T, Shibata T, Okubo M, et al. Heat-shock protein 70-2 BB genotype is
associated with reduced risks of the steroid-dependent and refractory
phenotypes of ulcerative colitis. Biomed Rep 2014 Jul;2(4):555–8.
[7] Sinagra E, Tomasello G, Raimondo D, et al. Advanced endoscopic imaging for
surveillance for dysplasia and colorectal cancer in inﬂammatory bowel disease:
could the pathologist be further helped? Saudi J Gastroenterol 2014 Jan–
Feb;20(1):26–38. http://dx.doi.org/10.4103/1319-3767.126314.Emanuele Sinagra⇑
Fondazione Istituto S. Raffaele- G. Giglio, Gastroenterology and
Endoscopy Unit, Contrada Pietrapollastra Pisciotto, 90015 Cefalù, Italy
Surgical Biotechnology and Regenerative Medicine, School of Medicine,
University of Palermo, Italy
Euro-Mediterranean Institute of Science and Technology (IEMEST),
Palermo, Italy
⇑ Address: via Degli Orti 41, 90143 Palermo, Italy. Mobile: +39
3270193383; fax: +39 921920406.
E-mail address: emanuelesinagra83@googlemail.com
Dario Raimondo
Fondazione Istituto S. Raffaele- G. Giglio, Gastroenterology and
Endoscopy Unit, Contrada Pietrapollastra Pisciotto, 90015 Cefalù, Italy
Giovanni Tomasello
Euro-Mediterranean Institute of Science and Technology (IEMEST),
Palermo, Italy
Department of Surgical and Oncological Sciences, University of Palermo,
Palermo, Italy
Gaetano Cristian Morreale
Georgios Amvrosiadis
Gastroenterology Unit, Ospedali Riuniti ‘‘Villa Soﬁa- V. Cervello’’,
via Trabucco 180, 90146 Palermo, Italy
Francesco Cappello
Euro-Mediterranean Institute of Science and Technology (IEMEST),
Palermo, Italy
Department of Experimental Biomedicine and Clinical Neuroscience,
Section of Human Anatomy, University of Palermo, Palermo, Italyreserved.
